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Outline of Talk: Rising Burden of Alcoholic 
Liver Disease)

Who gets Alcoholic Liver Disease?
How can YOU evaluate?

What have we tried?
What works? What doesn’t work? 

Why?

What is coming?
Gaps in care?

What can YOU do?

Gutierrez, Scripps, Hepatology



Alcohol Use Disorder (AUD): A Major Public 
Health Challenge

• 1 billion people are heavy drinkers
• 20% of ER visits
• 20-50% hospital admissions

• May be unrecognized
• 2nd leading cause of 30-day hospital readmission
• More costly inpatient than CHF or COPD annually
• 80% of cirrhosis
• 33% of suicides
• 3rd leading preventable cause of death in US

Med Clin North Am. 2020;104(4):681-694.
Who gets ALD?

Many drink but few will develop alc hep, 
but will have other problems

Presenter
Presentation Notes
Alcohol is the 3rd leading cause of death in the US. 



Global Burden of Alcoholic Liver Disease

Alcohol use: 
2.4 billion

AUD
370 million

Compensated 
Cirrhosis

23 million

Decompensated 
Cirrhosis

2.4 million

Deaths
210,000

Arsani, Hepatology 2020



Increasing Mortality Due to ALD in Younger 
People and Women

Tapper. 2018. BMJ



Risk Factors for Alcoholic Liver Disease

• Heavy consumption of EtOH: Men 40g/day, 
women 20g/d

• Women>Men
• Genetics (PNPLA3, ALDH2)/Race
• Viral Hepatitis or underlying liver disease
• Mood disorders
• Bariatric Surgery
• Obesity
• Malnutrition
• Age
• Type of liquor? Plastic bottle? Handle?

ALC HEP

CIRRHOSIS
Gutierrez, Scripps, Hepatology



Emanuel Rubin, M.D., and Charles S. Lieber, M.D. N Engl J Med 1968; 278:869-876

Alcohol-Induced Hepatic Injury in 
Nonalcoholic Volunteers

• 12 Subjects (NYU med students)
• Paired liver biopsies
• Daily blood alcohol of 0.05 for 2 

weeks, given a low-fat diet
• Mildly elevated AST
• Dramatic change in fatty liver, 

mitochondrial damage in all 
subjects.

BEFORE AFTER

Everyone gets steatosis with modest alcohol use

Presenter
Presentation Notes
Isocaloric substitution of alcohol for carbohydrate in young nonalcoholic volunteers rapidly led to hepatic fat accumulation and ultrastructural changes, both on a standard diet and on a diet high in protein and low in fat. The addition of alcohol to a normal diet for two days resulted in similar changes, which could not be prevented by a diet high in protein with minimal fat (5 per cent of total calories). Blood alcohol levels in every subject studied were almost all well below accepted legal limits for intoxication.The data indicate that in normal nonalcoholic people, alcohol itself is hepatotoxic, independent of nutritional factors. Nonalcoholic people are not less susceptible than alcoholic patients to the injurious effects of alcohol. Amounts of alcohol consumed by many "social" drinkers are enough to damage the liver, and one need never have been drunk to sustain alcohol-induced hepatic injury.



Welcome to the Party: 
ASH, BASH AND NASH

• Moderate drinking only confers a reduction in 
mortality in those with normal BMI (wine not beer)

Epidemiology 1990; 1: 342–8. BMJ 2010;340:c1240      Both alcoholic and nonalcoholic steatohepatitis (BASH)

Mortality
Risk

Mortality
Benefit

ASH BASH NASH

Presenter
Presentation Notes
Results 80 (0.8%) men died with liver disease as the main cause and 146 (1.5%) with liver disease as any cause. In the Collaborative study, 196 men (3.3%) had liver disease defined by a death, admission, or cancer registration. BMI and alcohol consumption were strongly associated with liver disease mortality in analyses adjusted for other confounders (P=0.001 and P<0.0001 respectively). Drinkers of 15 or more units per week in any BMI category and obese drinkers had raised relative rates for all definitions of liver disease, compared with underweight/normal weight non-drinkers. Drinkers of 15 or more units per week had adjusted relative rates for liver disease mortality of 3.16 (95% confidence interval 1.28 to 7.8) for underweight/normal weight men, 7.01 (3.02 to 16.3) for overweight, and 18.9 (6.84 to 52.4) for obese men. The relative rate for obese men who consumed 1-14 units per week was 5.3 (1.36 to 20.7). The relative excess risk due to interaction between BMI and alcohol consumption was 5.58 (1.09 to 10.1); synergy index=2.89 (1.29 to 6.47).Conclusions Raised BMI and alcohol consumption are both related to liver disease, with evidence of a supra-additive interaction between the two. The occurrence of both factors in the same populations should inform health promotion and public health policies.



Obesity and Alcohol:
How Much is Safe?

MEN WOMEN
BMI 
<30

3 drinks per day 2 drinks per day

BMI 
>30

2 drinks per day 1 drink per day

Arab. Anals of Heptol. 2019.

ASH BASH NASH



Quarantini: Alcoholic Beverages Sales Boom

Nielsen data Apr 25, 2020



Quarantini: The Hangover at Scripps Health

Roark T,  Frenette C, and Gutierrez JA, DDW 2021. Abstract Accepted.

Quarentine



High Risk 
Population

General 
Population

★Brief Interventions
★Cognitive Behavioral Therapy
★Structured Rehab 
★Pharmacologic Tx

★Alcohol Taxation
★Minimum Unit Price
★Limiting Alcohol Availability

Managing AUD at the Population Level

★Screening for 
Alcoholic liver disease

What can YOU do?
Gutierrez, Scripps, Hepatology

CBT Therapy 



AUDIT Questions
• How often do you have a drink containing alcohol?
• How many drinks containing alcohol do you have on a typical day when you are drinking?
• How often do you have six or more drinks on one occasion?
• How often during the last year have you found that you were not able to stop drinking 

daily once you had started?
• How often during the last year have you failed to do what was normally expected of daily 

you because of drinking?
• How often during the last year have you needed a first drink in the morning to get 

yourself daily going after a heavy drinking session?
• How often during the last year have you had a feeling of guilt or remorse after drinking? 
• How often during the last year have you been unable to remember what happened the 

night daily before because of your drinking?
• Have you or someone else been injured because of not in the during the your drinking? 
• Has a relative, friend, doctor, or other health care worker been not in the during the 

concerned about your drinking last year last year or suggested you cut down?



Full Audit Scoring

•0 – 7 Lower risk,
•8 – 15 Increasing risk,
•16 – 19 Higher risk,
•20+ Possible dependence
•If Q. 4, 5 or 6 > zero = possible 
emergent or established dependence.



Screening and Risk Stratification of AUD

High Risk Patients

Screening

Risk Stratification

Targeted Approach

AUD

AUD AUD +ALD

Biomarkers (PeTH), Fibrosis Staging, Mental Health  

Assess and Intervene on liver disease and addiction  

Co-localization of Liver and Alcohol Care



Pharmacologic in Alcohol Use Disorder

Drug Line Use in 
Active 

Drinker

Dosing Safety in 
CTP B or 

C

Safety in 
Renal 

Failure

Naltrexone 1st YES Daily or 
Monthly

NO NO

Acamprosate 1st NO TID YES YES

Disulfram 2nd NO Daily Unknown Unknown

Baclofen 3rd YES TID YES YES

Topiramate 4th YES Daily ? YES-reduce

Ondansetron 4th YES BID YES YES

Gabapentin 4th YES TID YES YES

Gaps in care?
Gutierrez, Scripps, Hepatology

CBT Therapy 



Alcohol Rehabilitation Reduces Readmission 
and Mortality

30 DAY
Relapse

30 DAY
Readmission

Clinical Gastroenterology and Hepatology 2020;18:477–485 



Prochaska and DiClemente

•Pre-contemplation (no consideration of 
changing) 

•Contemplation (thinking about changing) 
•Preparation (making plans to change) 
•Action (actually in the process of changing) 
•Maintenance (working to prevent relapse) 
•Promote

•Hawthorne effect
•Insight



PeTH (Phosphatidylethanol)Test

-PeTH accumulates in
RBC with exposure to EtOH
and is a direct alcohol biomarker
-Usually detectable for 6 weeks
in a heavy drinker 

Gutierrez, Scripps, Hepatology



Death by Alcohol: Cirrhosis is a Buzz Kill

Kim, et al, Hepatology, Volume: 69, 2019

Cirrhosis
Age-standardized Mortality

NASH

HCV

Alcohol:
Most common cause 
of liver cirrhosis death in US

CIRRHOSIS

Presenter
Presentation Notes
Annual age‐standardized mortality rates for cirrhosis stratified by etiology (A), race/ethnicity (B), and sex (C) in the United States from 2007 to 2016. Age‐standardized mortality rates are displayed per calendar year of death with lines/graphs plotted using the joinpoint analysis. A positive slope indicates an increasing risk/rate of mortality, whereas a negative slope indicates a decline in the risk/rate of mortality. The lines on the graphs represent APC trends for each period as designated. *P < 0.05.IF THIS IMAGE HAS BEEN PROVIDED BY OR IS OWNED BY A THIRD PARTY, AS INDICATED IN THE CAPTION LINE, THEN FURTHER PERMISSION MAY BE NEEDED BEFORE ANY FURTHER USE. PLEASE CONTACT WILEY'S PERMISSIONS DEPARTMENT ON PERMISSIONS@WILEY.COM OR USE THE RIGHTSLINK SERVICE BY CLICKING ON THE 'REQUEST PERMISSIONS' LINK ACCOMPANYING THIS ARTICLE. WILEY OR AUTHOR OWNED IMAGES MAY BE USED FOR NON-COMMERCIAL PURPOSES, SUBJECT TO PROPER CITATION OF THE ARTICLE, AUTHOR, AND PUBLISHER. 



Acute Forms of Liver Failure

Severe Acute 
Alcoholic 
Hepatitis 

“Fulminant” 
Hepatic Failure
(Tylenol, HBV, 

AIH, etc.)

Surgery Induced 
Acute Liver 

Failure

US 30,000-50,000* 2,000 10,000
Europe 30,000+ 2,000+ 10,000+

US performs about 8,000 liver transplants per year, 
approximately 6% are for acetaminophen ALF.

Crit Care Med. 2007 Nov;35(11):2498-508.
*J Clin Gastroenterol. 2011 Sep; 45(8): 714–719.

https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=21085006


Alc Hep Syndrome: Young, Change in Life, Malaise, 
Icterus, Hepatomegaly, and Leukocytosis

Malaise & 
lack of interest

in EtOH

Leukocytosis
AST>ALT

ALCOHOL

Typically with >40 grams female or 
>60 grams in males of EtOH/day

Icterus

Gutierrez, Scripps, Hepatology

Hepatomegaly
Fatty liver



Normal 
Liver

Steatosis

Clinical Pearl
CLUE: The Liver Size is Dynamic

Same patient after 6 months of sobriety



Journal of Hepatology 2018 69534-543DOI: (10.1016/j.jhep.2018.05.001) 

What doesn’t work? 

Maddrey’s
Discriminant Function 

(DF) >32

Presenter
Presentation Notes
Algorithm for surveillance of infections in patients with severe alcoholic hepatitis.



Why?
Gutierrez, Scripps, Hepatology

Presenter
Presentation Notes
Alcohol promotes the development of fatty liver via alcohol dehydrogenase metabolism to acetyladehyde.The first three steps of the reaction pathways lead from ethanol to acetaldehyde to acetic acid to acetyl-CoA. Once acetyl-CoA is formed, it is free to enter directly into the citric acid cycle. However, under alcoholic conditions, the citric acid cycle has been stalled by the oversupply of NADH derived from ethanol oxidation. The resulting backup of acetate shifts the reaction equilibrium for acetaldehyde dehydrogenase back towards acetaldehyde. Acetaldehyde subsequently accumulates and begins to form covalent bonds with cellular macromolecules, forming toxic adducts that, eventually, lead to death of the cell. This same excess of NADH from ethanol oxidation causes the liver to move away from fatty acid oxidation, which produces NADH, towards fatty acid synthesis, which consumes NADH. This consequent lipogenesis is believed to at least largely underlie the pathogenesis of alcoholic fatty liver disease.



Gutierrez, Scripps, Hepatology

Presenter
Presentation Notes
Reactive oxygen species lead to increase DNA Adducts that ultimately lead to immune mediated destruction of the hepatocytes



Lille Model

• Proposed for predicting mortality in 
patients severe alcoholic hepatitis 
who have been treated with steroids

• Combines 6 variables
• Age, Cr, albumin, PT and bilirubin (day 0)
• Bilirubin day 7

• Performs better than CTP, 
discriminant function or Glasgow 
Score at predicting survival (AU ROC).

Louvet. HEPATOLOGY, Vol. 45, No. 6, 2007



Predicting Mortality in Acute on Chronic Liver 
Failure  (ACLF): A Liver SOFA Score CLIF-C

www.efclif.com/scientific-activity/score-calculators/clif-c-aclf

#of organs in failure 
predict death in ACLF

@30days
1:  9%
2: 27%
3: 65%
4: 97%



CASE: Severe Alc Hep

• 40 Y F former athlete, mother of 3.  Had been consuming 
EtOH in excess. Presented w/SOB+cough, ascites/hepatic 
hydrothorax, jaundice and suspected sepsis to ER. Sepsis 
thought to be 2/2 UTI.  

• Social: Last drink just before admission, +BAL. 
• BMI 18
• Nutrition notes suggest she was taking 500-700 calories daily
• Seen by SW, but no plan for sobriety at discharge.

• Day 2, started on prednisolone w/DF of 46. Fevers noted on 
day 3. Discharged on steroids day 7 with intended 28-day 
course.  Unclear about follow-up.

Hepatomegaly
Gutierrez, Scripps, Hepatology



CASE: Failure to Improve
• DAY 11:  Returned to ER day 11, w/cough, abdominal pain and diarrhea. On 

steroids bilirubin 12.9->12.1. Lille 0.12 after a week. Suspected to have 
hospital acquired PNA, started on BS atbs. Steroids continued.  
Thoracentesis x2.

• DAY 22: DC’ed day 22 on high dose diuretics, prednisolone and midodrine 
with ongoing cough. MELD 29.  Admitted day 27 with worsening cough and 
respiratory status at Green.

• DAY 27: Seen by transplant: Noted 1 DUI, 3 visits to ER with +BAL, but 
supportive family w/multiple caregivers. Remorseful. Deposit on rehab 
already. Favorable to start LT inpatient evaluation but day 30 goes to ICU.

• Day 32 transplant surgery deems patient to ill for consideration. 
• Day 34 dies with acute respiratory failure, renal failure and neurologic 

catastrophe. Total bilirubin 18 at death. 
• Both Pneumocystis jirovecii and CMV PCR + on BAL that resulted after 

death.
Gutierrez, Scripps, Hepatology



Recommended Evaluation for Alc Hep

• Serological evaluation for 
competing causes of liver 
disease

• Urine and blood toxicology
• Calculate MELD, and Maddrey’s

Discriminant Function
• MRI/MRCP to rule out biliary 

obstruction
• Diagnostic paracentesis and 

other evaluation for infection.

• Careful alcohol use and drug 
history.

• Psychosocial evaluation
• Nutritional Assessment
• Opportunities for inpatient 

alcohol rehabilitation
• Alc Hep is not cirrhosis but they 

may have varices, HE and 
ascites.

• Hepatorenal syndrome is the 
feared complication.

Gutierrez, Scripps, Hepatology



Unmet Medical Need: Treatment Severe Acute 
Alcoholic Hepatitis (and Alcoholism)

Standard of Care

• Abstinence
• Intensive/structured rehabilitation 
• Adjunctive medication addiction treatment
• Evaluation for psychiatric comorbidities
• Nutrition (TEN) and micronutrient 

replacement
• Quality indicators: calculating Maddreys, 

MELD, and possible cirrhosis care
• Palliative care  

Investigational

• Anti-oxidants (eg, N-Acetylcysteine, S-
adenosyl-L-methionine, phosphatidylcholine, 
metadoxine), vitamin E

• Antibiotic prophylaxis (little data) 
• Anabolic steroids (oxandrolone)
• Fecal microbiota transplant
• TNF-Inhibition (pentoxifylline, infliximab)
• Glucocorticoids (prednisolone)
• Liver Transplant

What have we tried?Gutierrez, Scripps, Hepatology

Presenter
Presentation Notes
Adjunctive medical treatment like naltrexone (need caution with CPT B/C), disulfram (universally dangerous), baclofen (efficacy?) or acomprasate (can only be used once the patient has stopped drinking).



Corticosteroids in Alcoholic Hepatitis
• Maddreys DF >32= high risk: 

• Prepare for steroids-> 40 mg prednisolone x 28 days, then 16-day taper.

• Responders:
• Early changes in bilirubin level (ECBL) by day 7 or a bad Lille Score >0.45.
• Lille score <0.45 with no improvement in DF or ECBL is not a reason to 

continue

• Non-responders:
• No ECBL
• Lille Score > 0.45

• Outcomes: 
• 28, 90 and 365-day survival 

Lille score ≥ 0.45 predicts 
75% morality within 6 months in 
patients who have received 
corticosteroid therapy



STOPAH Trial: Prednisolone, Pentoxifylline or Placebo

N Engl J Med 2015;372:1619-28.

★28-day improved survival in 
glucocorticoid only group (p=0.06)

★ 90 & 365 days: no significant 
between-group differences. 

★ Serious infections occurred in 
13% with prednisolone versus 7% 
in no prednisolone (P = 0.002).

★ Criticism: Patients with renal 
failure were excluded

Presenter
Presentation Notes
This is a multicenter, double-blind, randomized trial with a 2-by-2 factorialdesign to evaluate the effect of treatment with prednisolone or pentoxifylline. Theprimary end point was mortality at 28 days. Secondary end points included deathor liver transplantation at 90 days and at 1 year.



N Engl J Med 2015;372:1619-28.

STOPAH Trial

Presenter
Presentation Notes
Adverse events were categorized according to the Common Toxicity Criteria for Adverse Events.�† P = 0.002 for the comparison of serious adverse events of infection or infestation, which occurred in 71 of 547 (13%) of the patients who re- ceived prednisolone versus 38 of 545 (7%) of the patients who did not receive prednisolone.�‡ P = 0.007 for the comparison of lung infections, which occurred in 37 of 547 (7%) of the patients who received prednisolone versus 17 of 545 (3%) of the patients who did not receive prednisolone. 



Therapy for Alcoholic Hepatitis: STOPAH Trial

•NO survival benefit for steroids or 
pentoxifylline at 28,  90 or 365 days.

• Serious infections in 13% of the patients treated with prednisolone 
versus 7% of those who did not receive prednisolone (P=0.002). 

• NNT: 14 need to be treated for 1 survivor at day 28  (but increased 
risk of infection/death @day 90/365)^.

• 2021: The key pillars of therapy for severe acute alcoholic hepatitis 
remain supportive care, abstinence and nutrition.

N Engl J Med 2015;372:1619-28. ^Gastroenterology. 2018;155:458–468.



When Do I Use Steroids or Pentoxifylline?

WARNING: Steroids in alcoholic hepatitis
can be hazardous to your health

• Steroids in severe acute alcoholic hepatitis (Maddrey
discriminant function ≥ 32) and who do not have infection, 
gastrointestinal bleeding, renal failure, or pancreatitis

• Biopsy proven alcoholic hepatitis

• Consider pentoxifylline in patients with or at risk of HRS (limitation of 
STOPAH).

• Almost NEVER, but if I did: after knowing the 
patients for weeks who is getting better not worse; 
and IS NOT A LIVER TRANSPLANT CANDIDATE. 



What About Early Liver Transplant?
Can I have a 
transplant 

doctor? I promise 
I will never drink 

again

I don’t think I was 
really drinking 
more than my 

friends

Quitting 
was easy 

for me

Gutierrez, Scripps, Hepatology

What works? 

6 months
3 months
NO Wait?



What About Early Liver Transplant in Alc Hep?
• Goals of rescue liver transplant

• Minimize use of grafts in persons who might recover
• Screen for carefully selected individuals

• Benefit of transplant: In VERY SAAH: 50% mortality at 28 
days, 70% at 6 months and 80% one year.  

• Liver Transplant: 1-year survival like other conditions (90+%)
• Alc Hep: Younger and 2 X as likely to return to work 

• Risks:
• Recidivism leading inability to protect the graft. 
• Allocation of organs shifted to alc hep population
• Decrease in donors due to negative perception
• Variations in criteria for listing amongst centers

Gutierrez, Scripps, Hepatology

Carefully selected individuals



The Gift of Life 
Involves 3 
People

Gutierrez, Scripps, Hepatology



General Considerations Across All Transplant 
Centers
• First episode of hepatic decompensation and alcoholic hepatitis
• Severe AH non-responsive to medical management 
• Remorse and insight into alcoholism.
• Good psychosocial status as agreed upon by everyone on the treating 

team (nurse, coordinator, social work,  nutrition, mental health 
providers, physicians, and palliative care)

Gutierrez, Scripps, Hepatology



6-month 
Rule

The Famous 6-Month Rule

★Psychosocial features are more
predictive of abstinence than 
individuals who are sober for 6 
months before transplant

★ Question: Could early liver
Transplant save lives but not 
“waste” livers?

★Currently, few programs do 6 
months even for alcohol cirrhosis, 
3 months is more common

Gutierrez, Scripps, Hepatology

It’s really not a 
thing anymore

Presenter
Presentation Notes
For example, in a systematic review of over twenty studies examining predictors of alcohol use after liver transplantation, six months abstinence came out as a predictor in only 2 of the nine studies. In contrast, psychosocial status of the candidate predicted in six of seven studies, young age in two of three studies, and family history of alcoholism in three of four studies. 



Early Liver Transplant for Alc Hep: Landmark 
French-Belgian Trial

• 7 Centers, LT could be done with no period of  wait
• Non-response to prednisolone (Lille >0.45)
• First episode of alcohol problem
• Supportive family
• Absence of severe co-morbidity
• Agreement by patient and family for abstinence
• Agreement by 4 teams: 

• Medicine
• Addiction specialist
• Hepatologist
• Anesthesiologist and surgeon

MathurinP et al. N EnglJ Med 2011;365:1790-1800

Carefully selected individuals

<3% of eligible patients were 
selected to receive transplant, 

<2% inpatients



Survival Compared to Matched Controls

MathurinP et al. N EnglJ Med 2011;365:1790-1800

LT

Controls



Individual Outcomes

• 5 of 6 deaths were due to infection
• 4 due to invasive aspergillosis (!)

• Out of 233 inpatients examined, only 4 were chosen for liver 
transplant

• 891 LT were performed at these centers during the study and only 
2.9% were for alc hep.

• 3/26 patients returned to drinking (all past 1-year post).

Mathurin P et al. N EnglJ Med 2011;365:1790-1800



Pre-Transplant Infectious Considerations With 
Glucocorticoid Exposure
• In context of steroids, higher rates infections pre and post 

transplant
• Fungal

• High rates of invasive aspergillosis (French study) and pneumocystis*. 
• Candidemia and colonization**
• San Diego experience: TB with massive cavitary lesions, toxoplasmosis,  

cocci, PJP, histoplasmosis and … (shouts from the audience?)
• Bacterial infections occur in about 75% of patients who receive steroids. 

Most frequent pathogen historically: Enterococcus then E coli and 
Enterobacter#. 

• Personal experience: Nec fasc, Dental, retropharyngeal abscess, PNA, 
SBP.

*Med Mycol. 2019 Apr 1;57(Supplement_2):S94-S103.
**Mycopathologia. 2014 Apr;177(3-4):193-7. Epub 2014 Apr 8
#J Gastroenterol. 2017 Nov;52(11):1192-1200..
^Choudhary  Alcohol 2019 Jun;77:27-30. doi: 10.1016/j.alcohol.2018.07.009. Epub 2018 Jul 24.

Presenter
Presentation Notes
Choudhary post transplant studyN39Post-OP Infections71 vs. 51%, p = 0.018Fungal Infection23 vs 14%, p=0.2Alcohol Relapse12 vs 0Survival No difference



Comparison of Early LT Results in Alc Hep

Study LT for AH (N) Age Male
Abstinence 
prior to LT

MELD at 
time of LT

1-year  
Survival

Return to 
harmful 
drinking

Mathurin 26 47 58% <90 days 34 77% 10%
Im 9 41 56% 33 days 39 89% 12.50%

Weeks 46 50 72% 50.5 days 33 97% 17%
Lee 147 43 73% 55 days 38 94% 11%

Curr Opin Gastroenterol. 2020 May;36(3):157-163.



Number of Transplant Centers Reporting 
Transplanting Alc Hep

Curr Opin Gastroenterol. 2020 May;36(3):157-163.



Early Liver Transplantation
For Alc Hep at Scripps
• Carefully selected individuals: 3% of patients examined so far
• Multidisciplinary approach: 

• Patient and Caregivers
• Transplant Social Worker (Wendy Heit)
• Inpatient Psychiatry and outpatient follow-up (Dr. Emad Tadros)
• Key Medical Consultants: Nephrology
• Critical care/hospitalist/PCP/Residents (YOU)
• Transplant physicians and surgeons
• Crosstalk across Mercy, Green, La Jolla, Encinitas and referring hospitals. 
• Alcohol Recovery programs (AA, Smart Recovery, and rehab) 

Gutierrez, Scripps, Hepatology



Alcoholic Hepatitis
1st Decompensation 

MELD >18, DF>32
Stop 

Evaluation

NO

Begin Expedited 
Psychosocial Eval

Poor medical
candidates

Stop 
Evaluation

Implement SAAH 
medical eval and mgt

Unfavorable

Stop 
Evaluation

Consensus of medical 
and psychosocial staffStop 

Evaluation

LISTING FOR LT

Post-LT 
Structured 

Rehabilitation

Stop 
Evaluation

Unwilling

SCRIPPS Early Liver Transplant Alcoholic Hepatitis Clinical Pathway 

Management of alcohol withdrawal 
and aggressive nutrition

Testing such as SIPAT and SALT 
favorable. 

Start AA or smart recovery in 
hospital.

Patient and caregiver(s) agree on 
pre/post-LT recovery plan.

Absence severe psychiatric
comorbidities. 

Insight, remorse, and willingness 
to participate in abstinence

Serial PeTH testing and  data 
collection by our center
on recidivism and outcomes

STEROIDS, Trental

Infection

Recidivism

To sick for LT

Poor psychosocial 
candidates

Small, cirrhotic liver

SALT Score >6 or 
SIPAT >40



Drug Pipeline for Severe Acute Alcoholic 
Hepatitis

ALCOHOL RECIDIVISM

ALCOHOLIC HEPATITIS

Little
New

1-2 drugs

Liver Transplant is a solution for carefully selected individuals ONLY so many others will be left out

What is coming?



Malnutrition in the Liver Patient
• Liver not able to deliver glucose, fatty acids, or 

micronutrients

• Intrinsic Reasons for Malnutrition: 
Encephalopathy, dysphagia, dysgeusia, lack of 
appetite (from ascites), gastroparesis, 
hypermetabolism, malnutrition, and lactulose 
bloating.

• Also: Food insecurity, loss of ADLs. Many 
alcoholic get most nutrition from alcohol (results 
in conditions like Wernicke’s)

OWEN OE. J CLIN INVEST. 1971Gutierrez, Scripps, Hepatology



Enteral Feeding in Alcoholic Hepatitis

• Associated with improvement in mortality
• Less severe hyponatremia
• In patients who do not tolerate NGT for >5 days the benefit is 

reduced.
• Higher rates of aspiration pneumonia in patients who do not tolerate. 
• Enteral feeding in the right patient can help achieve goals of 

>2000kcal, 75 gram protein. 

Gastroenterology. 2016 Apr; 150(4): 803–805.



Efficacy of GCSF and N-Acetylcysteine Therapies in 
Patients With Severe Alcoholic Hepatitis

Clinical Gastroenterology and Hepatology 2018;16:1650–1656 

G-CSF Theory: Stimulates 
stem cells which populate the 
liver and differentiate into 
hepatocytes



GCSF: Helps in SE Asia, Kills in Europe?

Marot. JHEP Reports 2020

Role of ALDH2 activity (cause of flush)?  

Presenter
Presentation Notes
Background & Aims: Granulocyte colony-stimulating factor (G-CSF) treatment has been proposed as a therapeutic option for patients with severe alcoholic hepatitis (AH). The aim of this study was to synthesise available evidence on the efficacy of G-CSF in AH. Methods: This is a meta-analysis of randomised controlled trials evaluating the risk of death at 90 days and the risk of infection. Results: Seven studies were included. Of a total of 396 patients, 336 had AH, 197 patients were treated with G-CSF, and 199 received placebo or pentoxifylline. In overall meta-analysis, G-CSF therapy was associated with a reduced risk of death at 90 days (odds ratio [OR] 0.28; 95% CI 0.09–0.88; p = 0.03). There was high heterogeneity between studies (p JHEP Reports 2020



DUR-928: Epigenetic Modulator in SAAH 

DUR-928 modulates 
multiple biological 
pathways involved in 
metabolic homeostasis, 
inflammatory response, 
cell survival and tissue 
regeneration

Critique: No Controls 

Safety and efficacy of DUR-928, AASLD The Liver Meeting®; 2019 November 12.

http://www.durect.com/download_file/view/321/381/


Possible?
-N-acetyl cysteine
-Granulocyte colony
stimulating factor
-Investigational agents 
(DUR-928)
-Dialysis

Unlikely (AVOID)
-Pentoxifylline
-Glucocorticoids 
(prednisolone)
-MARS
-ELAD

Proven!!
-Alcohol abstinence
-Intensive alcohol 
rehabilitation
-Nutrition
-Liver transplant

3- 6 MONTH MORTALITY BENEFIT

Crabb et al. Hepatology 2020; 71; 306

Survival in Severe Alc Hep

GOAL: Increase survival long enough to become
liver transplant candidate

or reverse alcoholic hepatitis and restore liver function



• Psychological, medical, 
employment,  legal, 
social services

• Removal from drinking 
environment

• Mutual (self)-help groups

Relapse Post-LT(Recurrence)
is Universal

• Counseling
• Motivational
• Disease model (12 step)
• Cognitive-behavioral
• Marital and family therapy

• Pharmacotherapy
• Disulfiram, Naltrexone, 

Acamprosate, Baclofen

RECOVERY

Gutierrez, Scripps, Hepatology

Presenter
Presentation Notes
What treatments are effective for alcohol dependence?  Because alcoholism can affect all aspects of health, all patients should receive access to psychological, medical, employment, legal, and social services as needed.  Some patients will benefit from removal from an environment in which drinking is encouraged or facilitated.  Mutual or self-help groups such as Alcoholics Anonymous and others are an effective adjunct to health professional delivered treatments and can help patients develop and re-establish sober social networks.  Specific types of counseling that have been described in detail in manuals for counselors, and proven effective in clinical trials include motivational enhancement therapy, disease model counseling or 12-step facilitation, cognitive behavioral therapy, and marital and family therapy.  Pharmacotherapy with disulfiram, naltrexone or acamprosate also have proven efficacy in clinical trials.



Management of AUD and ALD: 
Multidisciplinary Approach

Critical Care

Hospitalist

Psychiatry

Caregiver (s)

Community

Transplant 
Team

Patient

Social work

Recovery 

Rehabilitation

Presenter
Presentation Notes
Remember to mention primary care



Summary: Evolution of Care for Severe Acute 
Alcoholic Hepatitis
• Hep C is curable. Screen everyone. 
• Alcohol medical disease exceeds essentially all causes for inpatient causes
• Look for a young yellow person with a big liver and recent heavy EtOH use.
• Underweight and overweight patients are at risk for alc hep
• Early changes in bilirubin predict recovery
• Check PeTH
• Alc hep is a form of ALF
• Avoid Steroids. Add compassion, care and thought instead.
• Consider alcohol recovery, CBT and pharmacologic therapy
• Mortality is high in SAAH
• Transplant is an option in selected patients

Gutierrez, Scripps, Hepatology


	Rising Burden of Alcoholic Liver Disease
	Faculty Disclosure
	Outline of Talk: Rising Burden of Alcoholic Liver Disease)
	Alcohol Use Disorder (AUD): A Major Public Health Challenge
	Global Burden of Alcoholic Liver Disease
	Increasing Mortality Due to ALD in Younger People and Women
	Risk Factors for Alcoholic Liver Disease
	Alcohol-Induced Hepatic Injury in Nonalcoholic Volunteers
	Welcome to the Party: �ASH, BASH AND NASH
	Obesity and Alcohol:�How Much is Safe?
	Quarantini: Alcoholic Beverages Sales Boom
	Quarantini: The Hangover at Scripps Health
	Managing AUD at the Population Level
	AUDIT Questions
	Full Audit Scoring �
	Screening and Risk Stratification of AUD
	Pharmacologic in Alcohol Use Disorder
	Alcohol Rehabilitation Reduces Readmission and Mortality
	Prochaska and DiClemente
	PeTH (Phosphatidylethanol)Test
	Slide Number 21
	Acute Forms of Liver Failure
	Alc Hep Syndrome: Young, Change in Life, Malaise, Icterus, Hepatomegaly, and Leukocytosis
	Slide Number 24
	Slide Number 25
	Slide Number 26
	Slide Number 27
	Lille Model
	Predicting Mortality in Acute on Chronic Liver Failure  (ACLF): A Liver SOFA Score CLIF-C
	CASE: Severe Alc Hep
	CASE: Failure to Improve
	Recommended Evaluation for Alc Hep
	Unmet Medical Need: Treatment Severe Acute Alcoholic Hepatitis (and Alcoholism)
	Corticosteroids in Alcoholic Hepatitis
	STOPAH Trial: Prednisolone, Pentoxifylline or Placebo
	STOPAH Trial
	Therapy for Alcoholic Hepatitis: STOPAH Trial
	When Do I Use Steroids or Pentoxifylline?
	What About Early Liver Transplant?
	What About Early Liver Transplant in Alc Hep?
	The Gift of Life Involves 3 People
	General Considerations Across All Transplant Centers
	The Famous 6-Month Rule
	Early Liver Transplant for Alc Hep: Landmark French-Belgian Trial
	�Survival Compared to Matched Controls�
	Individual Outcomes
	Pre-Transplant Infectious Considerations With Glucocorticoid Exposure
	Comparison of Early LT Results in Alc Hep
	Number of Transplant Centers Reporting Transplanting Alc Hep
	Early Liver Transplantation�For Alc Hep at Scripps
	Slide Number 51
	Drug Pipeline for Severe Acute Alcoholic Hepatitis
	Malnutrition in the Liver Patient
	Enteral Feeding in Alcoholic Hepatitis
	Efficacy of GCSF and N-Acetylcysteine Therapies in Patients With Severe Alcoholic Hepatitis
	GCSF: Helps in SE Asia, Kills in Europe?
	DUR-928: Epigenetic Modulator in SAAH 
	Survival in Severe Alc Hep
	Relapse Post-LT(Recurrence)�is Universal
	Management of AUD and ALD: Multidisciplinary Approach
	Summary: Evolution of Care for Severe Acute Alcoholic Hepatitis

